Key messagesThe mean incidence of adult idiopathic inflammatory myopathies in Salford, UK, is 17.6 (15.2--20.0)/1 000 000 person years.The incidence of adult idiopathic inflammatory myopathies increased significantly over the duration of the study.There is disagreement between EULAR/ACR classification criteria and expert opinion with regard to idiopathic inflammatory myopathy subtypes.

Introduction
============

The idiopathic inflammatory myopathies (IIM) represent a spectrum of rare immune-mediated syndromes usually characterized by inflammation in skeletal muscle \[[@rky035-B1]\]. Studying the epidemiology of rare conditions can assist in the identification of risk factors, disease associations and temporal trends. Interrogation of differing geographically and genetically diverse populations can help to construct a more complete picture of underlying disease patterns.

A number of UK centres have contributed to national and international IIM research collaborations, but to date there has been no published report detailing the incidence or prevalence of adult IIM in the UK or to establish the relative proportion of the varying clinical subtypes. Moreover, previous international studies have focused on specific IIM subtypes, such as IBM or immune-mediated necrotizing myopathy (IMNM), are historic, were undertaken before recent developments in our understanding of the range of IIM subtypes and used widely varying methodologies and case acquisition strategies \[[@rky035-B2], [@rky035-B3]\].

The recently published combined EULAR/ACR classification criteria for adult and juvenile IIM represent potential progress in identifying IIM and various disease subtypes \[[@rky035-B4]\]. We present here the first epidemiological study to use these new criteria as part of disease verification. Briefly, the criteria comprise 16 variables, each with a corresponding weighted score. The gross sum of these scores can be used directly or converted into a probability (as a percentage) of an IIM diagnosis. The proposed cut-points for the diagnosis of a definite, probable and possible IIM are ≥90% (score ≥7.5 without biopsy; ≥8.7 with biopsy), 55--89% (5.5--7.4 without biopsy; 6.7--8.6 with biopsy) and 50--54% (score 5.3--5.4 without biopsy or 6.5--6.6 with biopsy), respectively. A second function is in the identification of one of four IIM disease subtypes, namely PM, DM, IBM or amyopathic DM (ADM).

The aim of this study was to identify all incident cases of IIM between 1 January 2007 and 31 December 31 2016 in the City of Salford, UK. A secondary aim was to characterize incident cases using clinical and laboratory data and, specifically, to compare the utility of the EULAR/ACR classification criteria against diagnosis made by expert opinion.

Methods
=======

This work represents part of a national quality improvement project aimed at identifying IIM cases for specialized disease commissioning, because accurate incidence data will inform future service planning. Given this context, approval for the conduct of the project was granted without a recommendation to seek more formal ethics authorization, in keeping with local policy.

Denominator population
----------------------

Salford is a City within Greater Manchester, UK, comprising a spectrum from densely populated areas to open rural space, whose mean annual population is publically available, stratified by age and sex. We excluded persons \<18 years old in calculations of incidence. Salford Royal NHS Foundation Trust (SRFT) provides tertiary neuromuscular services for adults with an IIM in North West England, UK. SRFT is ideal to undertake an IIM epidemiological study as the sole provider of services for adult patients with IIM within our study area, with a longstanding status as a specialist neuromuscular service provider and with advanced information technology systems. It is routine practice locally for all cases of suspected IIM to be referred to the neuromuscular service even if, for example, they have predominantly or exclusively extramuscular IIM manifestations.

Case definition
---------------

Adults diagnosed with IIM and resident in Salford between 1 January 2007 and 31 December 2016 were eligible. Using the EULAR/ACR classification criteria, all cases with definite IIM (≥90% probability, corresponding to a total aggregate score of ≥7.5 without muscle biopsy findings or ≥8.7 with biopsy data) were included, as were those with probable IIM (55--90% probability; aggregate score ≥5.5 without biopsy or ≥6.7 with biopsy) if the opinion of attending tertiary neuromuscular experts was of an IIM diagnosis \[[@rky035-B4]\]. The independent opinion on the certainty of an IIM diagnosis was obtained from at least two investigators in this instance. Cases were excluded if they were \<18 years of age at disease onset, if their case did not meet probable criteria or if they met probable criteria but the consensus expert opinion was of a diagnosis other than IIM.

The EULAR/ACR criteria used with or without the decision tree identify the specific IIM subtypes of PM, DM, IBM and ADM or indicate if a case is unclassifiable, in which case the subtype determined by the decision tree would be PM by default unless a pattern of weakness suggestive of IBM is present. Biopsy data were always included where available. Although not standardized in formal criteria to the same extent, further IIM subtypes are well described and include the anti-synthetase syndrome (characterized by the presence of one of the eight described anti-tRNA-synthetase antibodies), IMNM (characterized by specific biopsy and/or autoantibody status) and overlap myositis (OM; where a specific associated connective-tissue disorder is present together with myositis, such as MCTD, SSc or RA) \[[@rky035-B1], [@rky035-B5]\]. In every case, the expert opinion of diagnostic subtype was recorded in addition to the subtype derived by the EULAR/ACR classification criteria.

Case identification
-------------------

Three stages of overlapping case ascertainment were used in SRFT. First, an ICD-10 coding search consistent with a recently published study was performed for all inpatient hospital episodes related to IIM at SRFT \[[@rky035-B6]\]. Second, all new patients referred to SRFT neuromuscular outpatient clinics were identified. Third, all persons enrolled in the UKMYONET database, a national research collaboration involving multiple centres around the UK, and enrolling IIM patients resident in Salford were identified. These data sets were merged, a manual review of all patient records was undertaken, and inclusion and exclusion criteria were then applied.

Statistical methods
-------------------

The mean adult population for each 1-year period was used as the denominator (each person then equal to one person year) for that respective year. Incidence rates were presented as numbers per million person years accompanied by 95% confidence intervals in parentheses. Statistical analyses were performed using SPSS v.23 (IBM Corp., Armonk, NY, USA) and MS Excel 2010 (V14.0; Microsoft Corp. Redmond, WA, USA). Categorical variables were presented as numbers and percentages, where appropriate. Descriptive, continuous variables with normal distribution were presented as a mean with the corresponding range and standard deviation. Statistical differences between groups for non-parametric variables were calculated using the Mann--Whitney *U* test and presented as exact *P*-values. Trend lines were presented with an accompanying coefficient of determination (*R*^2^).

Results
=======

The adult population of Salford grew steadily from 172 984 to 191 083 persons over the 10-year period between 2007 and 2016 (see [supplementary data](#sup1){ref-type="supplementary-material"}, available at *Rheumatology* online).

Case ascertainment
------------------

The inpatient ICD-10 coding search resulted in identification of 922 cases. The search for new patients seen in rheumatology and neurology outpatient neuromuscular clinics identified 201 cases. Review of the UKMYONET database identified 33 cases resident in Salford at the time of diagnosis. After removal of duplicates, manual electronic record review and application of the inclusion and exclusion criteria, 32 incident cases of IIM were identified; 13/32 of these cases had biopsy data. The resident persons ultimately deemed not to have a diagnosis of IIM most commonly had inherited myopathies, such as a dystrophy or a metabolic myopathy, had episodes of rhabdomyolysis or had been incorrectly coded.

Incidence
---------

The mean incidence of IIM in Salford throughout the 10-year study period was 17.6 (15.2--20.0)/1 000 000 person years. The incidence for females was higher than for males; 25.2 (21.7--27.8)/1 000 000 *vs* 10.0 (8.4--11.7)/1 000 000 person years, respectively. Stratifying cases by calendar year, there was a trend towards increasing annual incidence over the 10-year period (see [Fig. 1](#rky035-F1){ref-type="fig"}). Thus, when comparing pooled data for 2007--2011 against 2012--2016, there was a clear and statistically significant increase in incidence over time \[13.6 (11.5--15.7) *vs* 21.4 (18.3--24.5)/1 000 000 person years, respectively; *P* = 0.032\].
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Clinical characteristics
------------------------

Twenty-three of 32 incident cases were female. The mean age at disease onset was 58.1 years (21--81; [s]{.smallcaps}.[d]{.smallcaps}. 14.2). All but two cases had clinically apparent myositis, and the additional extramuscular IIM manifestations were broad. Ten of 32 had interstitial lung disease, 9/32 a rash consistent with DM, 6/32 an arthritis, 4/32 mechanic's hands, 4/32 RP, and 3/32 had dysphagia. Three of 32 cases were associated with cancer; these were all associated with a DM subtype and were older than the remaining cohort (mean age 70.3 years). Using EULAR/ACR criteria, the largest subtype was PM (21/32), followed by DM (8/32), IBM (2/32) and ADM (1/32). When subtype was instead assigned by expert clinical opinion, the subtype frequencies for comparison were 5/32 PM, 6/32 DM, 2/32 IBM, 1/32 ADM, 9/32 anti-synthetase syndrome, 7/32 OM and 2/32 IMNM. Relevant patient-specific clinical information used in clinical subtyping is summarized in the [supplementary data](#sup1){ref-type="supplementary-material"}, available at *Rheumatology* online. [Figure 2](#rky035-F2){ref-type="fig"} illustrates how individual cases classified using EULAR/ACR criteria related to the clinically assigned subtype.
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Discussion
==========

The overall adult IIM incidence of 17.6 (15.2--20.0)/1 000 000 person years sits within the range of estimates from other national geographical regions. A systematic review, summarizing the majority of these studies performed across five continents, estimated the incidence slightly higher than that described here at 20.0 (18.8--21.3)/1 000 000 person years \[[@rky035-B2]\]. However, few of the included studies used clinical or laboratory data to confirm the case diagnoses, and only 4/46 studies reported adult IIM subtype frequency. The last of these was published in 1999, therefore before the recent and rapid advances in nomenclature and subtype characterization \[[@rky035-B7]\]. In addition, the two largest studies reported the highest incidences \[42.7 (40.9--44.4) and 66 (62--69)/1 000 000 person years, respectively\], but identified cases solely on insurance database ICD-9 coding systems \[[@rky035-B11], [@rky035-B12]\]. There is considerable potential overlap in coding between IIM and other muscular disorders, such as inherited myopathies, dystrophies and metabolic myopathies, in addition to acquired pathologies, such as non-immune-mediated rhabdomyolysis, infections and alternative systemic inflammatory conditions. This is supported by our data, where our coding search identified 922 inpatient episodes but, after manual review, all but 32 cases were non-IIM. This systematic review thus concluded that coding searches alone without additional medical record review were likely to result in higher incidence and prevalence estimates, with the consequence of potentially skewing compound estimate figures. The present finding of a higher incidence of adult IIM in females is a consistent finding with all previous studies, except for some that focused on IBM and IMNM \[[@rky035-B2]\].

Two additional studies, published after the systematic review, add to the context of our results. The study of Svensson *et al.* \[[@rky035-B13]\] estimated an IIM incidence of 11 (10--12)/1 000 000 person years in a Swedish population. This relatively low estimate might have been affected by a single method of case ascertainment without manual record review, and because the denominator population was not restricted to the adult population alone. This study also focused an ICD-10 search on two diagnostic codes (M60.8 and M60.9) rather than the broader initial coding search performed in our study and other studies. Døbloug *et al.* \[[@rky035-B6]\] estimated an annual incidence of 6--10/1 000 000 person years in a Norwegian population, although this again did not report the incidence restricted to adults. This study also excluded diagnoses of IBM, ADM and OM, because these subtypes are not specifically identifiable by the Targoff or Bohan and Peter classifications \[[@rky035-B14], [@rky035-B15]\]. The relatively small number of incident cases in our own study might have influenced the overall estimate. However, whether the real incidence of IIM is higher in Salford than in other European populations is ultimately unclear.

Our data suggest an increasing incidence in adult IIM over the 10-year period studied. One previous study has demonstrated a statistically significant increase in IMNM incidence over time, with this trend suggested to be the result of a number of factors, including exposure to statin medications, linked to the anti-HMGCR-antibody-positive variant of IMNM \[[@rky035-B16]\]. Putative factors to explain the observed temporal increase in IIM incidence include improved awareness of IIM in the wider medical community and recognition of the extramuscular manifestations, which may present to a myriad of specialist services, and improved access to and performance of diagnostic procedures. That there might be a truly increasing IIM incidence should be borne in mind when future service development plans are being made.

The development of internationally accepted IIM classification criteria represents an important achievement. However, it is important to bear in mind that these criteria are likely to proceed through series of revision changes over time. In particular, the incorporation of more myositis-specific autoantibodies and IIM subtypes not at present specifically included now appears necessary. For instance, in our study, nearly 60% of the clinical subtypes indicated by EULAR/ACR classification would have been assigned differently by our clinical interpretation, perhaps a reminder that classification criteria are not designed primarily to be used in clinical practice. Of potential relevance to this is the relatively low number of cases (13/32) with biopsy data in our cohort. Given the invasive nature of the procedure, it is our typical practice to avoid biopsy to confirm IIM diagnoses in patients who already have a very high probability of the diagnosis based upon their clinical and other investigation findings. Our cohort contains a relatively high proportion of patients with anti-synthetase syndrome and OM (16/32), in whom we often feel biopsy is not necessary for this reason.

Although relatively small, this study benefits from a robust, multimodal case ascertainment process, blending methods from previous epidemiological studies. The study also uses new classification criteria for the first time in an IIM epidemiological study and allowed for detailed clinical phenotyping as a result of manual review of the medical records. Our study is limited by the population size, especially when considering the incidence of individual IIM subtypes. We chose to focus upon the City of Salford rather than, for example, the broader region of Greater Manchester, to ensure accurate case ascertainment and more complete data acquisition. There is always the potential for incomplete case acquisition in studies similar to ours, for example in those IIM cases with predominantly extramuscular manifestations not recognized to have an IIM and where the introduction of immunosuppression may prevent the evolution of the phenotype to include more characteristic IIM features. There is also the potential for patients who rapidly deteriorated with, for example, cancer-associated IIM or rapidly progressive interstitial lung disease and respiratory failure, to be missed. However, we believe that the routine local practice of referring all suspected IIM to the neuromuscular service, irrespective of predominant organ involvement, in addition to the structure of primary care referral pathways locally will have kept this to a minimum. Conversely, there is also the potential for the apparent increase over time to be partly or wholly attributable to a catch-up phenomenon, whereby cases that would have been missed 10 years ago are now being better identified, especially by non-neuromuscular unit colleagues, because of advances in diagnosis and local referral networks. Additionally, the clinical opinion on subtype, and therefore the relative performance of any classification criteria, is dependent on individual interpretation of the current literature, which may vary between clinicians.

Conclusion
----------

The mean incidence of adult IIM in Salford is 17.6 (15.2--20.0)/1 000 000 person years; it appears to be increasing over time and is in keeping with estimates from other international studies. There remains disparity between clinician-attributed IIM subtypes and those assigned by the recently developed EULAR/ACR classification criteria.

Supplementary Material
======================

###### 

Click here for additional data file.

The authors would like to acknowledge the members of the UK Adult Onset Myositis Immunogenetic Consortium (UKMYONET): Members who recruited and enrolled subjects are as follows: Drs Yasmeen Ahmed (Llandudno General Hospital), Raymond Armstrong (Southampton General Hospital), Robert Bernstein (Manchester Royal Infirmary), Carol Black (Royal Free Hospital, London), Simon Bowman (University Hospital, Birmingham), Ian Bruce (Manchester Royal Infirmary), Robin Butler (Robert Jones & Agnes Hunt Orthopaedic Hospital, Oswestry), John Carty (Lincoln County Hospital), Chandra Chattopadhyay (Wrightington Hospital), Easwaradhas Chelliah (Wrightington Hospital), Fiona Clarke (James Cook University Hospital, Middlesborough), Peter Dawes (Staffordshire Rheumatology Centre, Stoke on Trent), Joseph Devlin (Pinderfields General Hospital, Wakefield), Christopher Edwards (Southampton General Hospital), Paul Emery (Academic Unit of Musculoskeletal Disease, Leeds), John Fordham (South Cleveland Hospital, Middlesborough), Alexander Fraser (Academic Unit of Musculoskeletal Disease, Leeds), Hill Gaston (Addenbrooke's Hospital, Cambridge), Patrick Gordon (King's College Hospital, London), Bridget Griffiths (Freeman Hospital, Newcastle), Harsha Gunawardena (Frenchay Hospital, Bristol), Frances Hall (Addenbrooke's Hospital, Cambridge), Beverley Harrison (North Manchester General Hospital), Elaine Hay (Staffordshire Rheumatology Centre, Stoke on Trent), Lesley Horden (Dewsbury District General Hospital), John Isaacs (Freeman Hospital, Newcastle), Adrian Jones (Nottingham University Hospital), Sanjeet Kamath (Staffordshire Rheumatology Centre, Stoke on Trent), Thomas Kennedy (Royal Liverpool Hospital), George Kitas (Dudley Group Hospitals Trust, Birmingham), Peter Klimiuk (Royal Oldham Hospital), Sally Knights (Yeovil District Hospital, Somerset), John Lambert (Doncaster Royal Infirmary), Peter Lanyon (Queen's Medical Centre, Nottingham), Ramasharan Laxminarayan (Queen's Hospital, Burton Upon Trent), Bryan Lecky (Walton Neuroscience Centre, Liverpool), Raashid Luqmani (Nuffield Orthopaedic Centre, Oxford), Jeffrey Marks (Steeping Hill Hospital, Stockport), Michael Martin (St. James University Hospital, Leeds), Dennis McGonagle (Academic Unit of Musculoskeletal Disease, Leeds), Neil McHugh (Royal National Hospital for Rheumatic Diseases, Bath), Francis McKenna (Trafford General Hospital, Manchester), John McLaren (Cameron Hospital, Fife), Michael McMahon (Dumfries & Galloway Royal Infirmary, Dumfries), Euan McRorie (Western General Hospital, Edinburgh), Peter Merry (Norfolk & Norwich University Hospital, Norwich), Sarah Miles (Dewsbury & District General Hospital, Dewsbury), James Miller (Royal Victoria Hospital, Newcastle), Anne Nicholls (West Suffolk Hospital, Bury St. Edmunds), Jennifer Nixon (Countess of Chester Hospital, Chester), Voon Ong (Royal Free Hospital, London), Katherine Over (Countess of Chester Hospital, Chester), John Packham (Staffordshire Rheumatology Centre, Stoke on Trent), Nicolo Pipitone (King's College Hospital, London), Michael Plant (South Cleveland Hospital, Middlesborough), Gillian Pountain (Hinchingbrooke Hospital, Huntington), Thomas Pullar (Ninewells Hospital, Dundee), Paul Sanders (Wythenshawe Hospital, Manchester), David Scott (King's College Hospital, London), David Scott (Norfolk & Norwich University Hospital, Norwich), Michael Shadforth (Staffordshire Rheumatology Centre, Stoke on Trent), Thomas Sheeran (Cannock Chase Hospital, Cannock, Staffordshire), Arul Srinivasan (Broomfield Hospital, Chelmsford), David Swinson (Wrightington Hospital), Lee-Suan Teh (Royal Blackburn Hospital, Blackburn), Michael Webley (Stoke Manderville Hospital, Aylesbury), Brian Williams (University Hospital of Wales, Cardiff) and Jonathan Winer (Queen Elizabeth Hospital, Birmingham).

*Funding*: This study includes funding from the Medical Research Council (MR/N003322/1). This report includes independent research supported by the NIHR Biomedical Research Centre Funding Scheme. The views expressed in this publication are those of the authors and not necessarily those of the NHS, the National Institute for Health Research or the Department of Health. This study was also supported by funding from the Australian Rheumatology Association and Arthritis Australia.

*Disclosure statement*: The authors have declared no conflicts of interest.
